(Curth 1971) but other sites are the bowel, rectum, ovary (Dingley & Marten 1957) , breasts (Josserand et al. 1948) , pancreas, uterus (Ronchese 1965) and prostate (Gitlin & Pirozzi 1975) . There have also been reports of eruptive seborrhoeic keratoses in association with squamous cell carcinoma of the bronchus- (Doll et al. 1977) and the Sezary syndrome (Danzig 1973) . The lesions appear to erupt shortly after the appearance of malignancy and, where surgery is possible, regress following resection of the tumour.
The widespread nature of the lesions in the syndrome of multiple cutaneous papillomatosis points to a circulating humoral factor stimulating epidermal cell growth. We are unable to confirm previous reports (Millard & Gould 1976) of elevated HGH levels, and an intestinal peptide screen was also negative. Human epidermal growth factor, a polypeptide closely related or identical to urogastrone, has recently been identified in urine (Cohen & Carpenter 1975 , Elder et al. 1978 . This is known to stimulate cell growth in vitro in epidermal cell culture, but urinary levels in our patient, as in previous reports (Schwartz & Burgess 1978 , Curry & King 1980 , were normal.
There are reports of acanthosis nigricans showing a response to oral cyproheptadine (Greenwood & Tring 1982) , but our patient was unfortunately unable to tolerate this drug; and etretinate, which has been reported to be of value in the treatment of actinic and arsenical keratoses (Moriarty et al. 1982 , Berritti et al. 1981 , was ineffective. Generalized lipodystrophy is a rare condition, about 50 cases having been previously reported. It is marked clinically by near complete absence of adipose tissue, increased growth up to puberty with diabetes thereafter, hypertrichosis, acanthosis nigricans, and hepatomegaly due to the accumulation of fat and glycogen. Physiologically, there is hypermetabolism, hyperlipaemia and insulin resistance without ketosis. We report here a patient who demonstrates these classical features and, in addition, shows a previously undescribed abnormality involving parathyroid hormone.
References
Case report A 19-month-old girl presented to casualty with acute pneumonia 24 hours after arrival from Jeddah. She was noted to have an abnormal habitus. Her Saudi Arabian parents are first cousins. A brother aged 4 and all other family members were reported as normal. Chronic diarrhoea, present from 7 days of age when she was still fully breastfed, resolved spontaneously at one year. At 3 months of age, an acute illness described as a 'brain infection', and accompanied by convulsions, was treated in Jeddah.
Her mother noted her abnormal appearance from early infancy, being particularly worried by the child's coarse features, large tongue and hoarse voice, and thus the timing of the onset with respect to the acute illness could not be determined. Development was unremarkable, with normal milestones. A muscle biopsy had been performed in Jeddah. Examination when convalescent showed a tall child, with coarse features and excessive thick curly hair (Figure 1 ), her height (88 cm) being above the 90th centile for British children, with weight (11.8 kg) and head circumference (47 cm) about the 50th centile. There was a complete absence of subcutaneous fat, evident by her thin cheeks, prominent veins, prominent muscles and absent fat over the buttocks. Her abdomen was protuberant, with the liver palpable just below the costal margin and no splenomegaly. Examination was otherwise unremarkable; in particular, there were no ocular or nervous system abnormalities. Motor and speech development were appropriate for her age, race and class. Over the next 6 months, she gradually developed acanthosis nigricans involving the neck, axillary folds and groins.
Radiology demonstrated a slightly advanced bone age of 24 months at 19 months of age (method of Greulich & Pyle). Bone structure was normal. A CAT scan of the brain was reported as normal.
Muscle biopsy showed normal myofibrils separated by an excess of tiny lipid droplets and a moderate amount of free glycogen. Skin biopsy showed far less adipose tissue cells than usual in a young child.
The following biochemical investigations were normal: renal function, serum thyroxine (free and total), total tri-iodothyronine, growth hormone, somatomedin, 17-OH progesterone, oestrogen, testosterone, prolactin, gonadotrophin, and urinary steroid excretion pattern. Thyrotrophinreleasing hormone stimulation gave an exaggerated response (thyrotrophin 5.2 mu/I at 0 minute, 750 mu/1 at 20 minutes, 40 mu/1 at 60 minutes) which was interpreted as indicating enhanced hypothalamic reactivity rather than primary hypothyroidism. Because a previous patient (Davis 1954) had exhibited consistent and unexplained hypercalciuria, calcium metabolism was investigated. This showed normal serum calcium (2.46 mmol/1), and 25 OH vitamin D (22 ng/ml); but simultaneous immunoreactive parathyroid hormone (PTH) levels were grossly raised at >1 000 pg/ml (normal 120), a result confirmed on repetition, without any evidence of hormonal hyperactivity. Serum cholesterol was normal; triglyceride levels were raised, but fell on a low dietary-fat intake (Table 1) . Lipoprotein lipase (0.72 pmol/min/ml) and hepatic lipase (5.51 imol/min/ml) were within normal limits. Plasma insulin levels were normal both fasting (26 mu/l) and fed (210 mu/l), while repeated blood glucose ranged from 4.2 to 6.5 mmol/l. Serum inhibitors to insulin binding on monocytes were detected (method of Bar et al. 1976) .
Discussion
Generalized lipodystrophy is sometimes familial with an autosomal recessive inheritance (Berardinelli 1954 , Seip 1959 , Seip & Trystad 1963 , or may be acquired following an acute childhood illness (Lawrence 1946) . Because of the early onset of her disease, and because her parents are first cousins, this patient is considered to be suffering from the familial disorder. The very high level of PTH is an unexpected finding, particularly in the absence of clinical, radiological or biochemical evidence of abnormal calcium homeostasis. It could be explained by analogy with the demonstrated presence of a serum inhibitor of insulin binding. An inhibitor of PTH may have reduced its biological activity, without affecting the radioimmunoassay that was used. Unfortunately urinary or plasma cyclic adenosine monophosphate could not be assessed for technical reasons.
The association of acanthosis nigricans and the presence of serum inhibitors or insulin binding to monocytes has been recognized in patients without the features of lipodystrophy, hyper-lipaemia or hepatomegaly (Kahn et al. 1976 ). However, a subgroup of such patients do demonstrate hirsutism, coarse features and early acceleration of linear growth.
Clinical problems to be anticipated are the development of diabetes mellitus, and progressive fatty infiltration of the liver with hepatitic fibrosis, portal hypertension and oesophageal varices (Arky 1975) . Management is planned by imposition of a low dietary-fat intake. This regimen has succeeded in a previous patient (Davis 1954) , who is currently active and well, in her late twenties.
